SN 09/707,928 

Amendment; Response to Final Office Action Dated September 25, 2003 
RESPONSE BEING FILED WITHIN 2 MONTHS OF FINAL OFFICE ACTION 

Remarks 

A. Status of Claims 

Claims 14, 15, 18-24, and 30-46 were pending. Claims 30-33 are amended. Claims 39- 
46 are withdrawn without traverse. Claims 14, 15, 18-24, and 30-38 are now pending. 

Amendments to claims 30-33 simply correct inadvertent typographical errors in claim 
dependency that were discovered by the Office and therefore comply with all rules regarding 
amendments made after a final rejection. See, e,g., 37 C.F.R. §1.116. No other amendments are 
being presented. 

No new matter has been added. 

B. Restriction Requirement 

The Office has restricted claims 39-46 as drawn to methods. See Office Action, pp. 2-3. 
Applicants withdraw those claims without traverse. Applicants note that the cover page of the 
Office Action incorrectly lists the claims that are withdrawn. 

C. Section ] 12, 2nd Paragraph 

AppUcants thank the Office for its discovery of typographical errors in claims 30-33. 
Those claims have been amended to correct the inadvertent errors in claim dependency. 
Applicants respectfully submit that the amendments overcome the current Section 112 rejection. 

D. Section 103 

Claims 14, 15, 18-19, 22-24, and 34-38 stand rejected as being allegedly obvious in view 
of WO 94/2117 (Nicolau) in combination with U.S. Patent No. 4,370,983 (Lichtenstein) or U.S. 
Patent No. 6,090,617 (Meserol). Applicants respectfully traverse. 
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1 . Meserol Is Not Prior A rt 

Meserol is not prior art. The present application claims priority to, and finds support in, 
U.S. Patent No. 5,720,921 {see, e.g., cols. 25-26 and figures 14 and subsequent of the '921 
patent). The claims therefore have a filing date at least as early as March 10, 1995. Meserol has 
an effective filing date of December 5, 1996. Because Meserol is not prior art, the arguments 
below focus on the combination of Nicolau with Lichtenstein. 

2. Nicolau Does Not Teach or Suggest the Elements of the Rejected Claims 
Rejected independent claims 14, 22, and 34 recite a computer-controllable pum.p 

configured in a particular way or a computer itself configured in a particular way. Specifically, 

amended claim 14 requires, "a computer-controllable pump . . . configured to estabhsh a flow rate 

of the fluid flow path in accordance with a sample processing rate." Claim 22 requires, "a 

computer responsive to the rate at which the pump moves the biological particles along the fluid 

flow path and to the interval between pulses of electrical energy." Claim 34 requires, 

"a computer configured to (a) control charging of the electrodes and (b) establish a flow rate of 

the fluid flow path in accordance with a sample processing rate." None of these features are 

taught or suggested by Nicolau. 

The Office points to the following passage in support of its rejection concerning these 

computer-related elements: 

The flow electroporation chamber may be constructed either as a part of the entire flow 
encapsulation apparatus, or as an individual apparatus. The flow electroporation 
apparatus may then be connected to a commercially available plasmapheresis machine 
for encapsulation of particular cell populations. For example, the flow electroporation 
chamber may be connected to commercially available plasmaphoresis equipment by 
electronic or translational hardware or software. Optionally, a pinch-valve array and 
controller driven by a PC program can also be used to control the flow 
electroporation apparatus. Similarly, current power supplies are capable of establishing 
the power levels needed to run the flow electroporation chamber or flow encapsulation 
apparatus. 
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Nicolau, p. 40 (emphasis added). 

The Office acknowledges that Nicolau does not disclose any software or algorithm for 
making the computer presently being claimed but asserts obviousness in view of this passage and 
Lichtenstein. See Office Action, pp. 5-6. 

The above passage indicates that one could optionally use a pinch-valve array 
controller that is driven by a PC program to control a flow electroporation apparatus. See 
Nicolau, p, 40. As clear from Nicolau, such a "controller" could control an "array" (a grouping 
or arrangement) of a specific type of valve — a "pinch valve" (a valve that seals by way of a 
pinching action). See Nicolau, p. 40. Material behind Tab 1 describes pinch valves; AppHcants 
are not relying upon this material but include it in case the Office would find it useful for 
background information. 

Notwithstanding its disclosure of a pinch-valve array controller, Nicolau nowhere 
discloses or suggests a computer-controllable pump to establish a flow rate in accordance with a 
sample processing rate (claim 14), a computer responsive to a particular pump rate and to an 
interval of electrical pulses (claim 22), or a computer configured to (a) control charging of 
electrodes and (b) establish a flow rate in accordance with a sample processing rate (claim 34). 
A computerized pinch-valve array controller is a completely different component than the 
computer-controlled pump or particularly-configured computers recited in the claims, and 
disclosure of one does not, and cannot, teach or suggest the others. 
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Moreover, because pinch-valves operate in a binary manner to either allow flow or to 
pinch it off completely, pinch-valves are not even designed for tasks such as establishing or 
being responsive to a particular flow rate, as required by the claims.' See Declaration of Dr. 
Sergey M. Dzekunov, Tab 2. 

3. Lichtenstein Does Not Disclose or Suggest the Elements of the Rejected Claims 
Lichtenstein does not "fill the gap" of the missing teaching or suggestion of the particular 
computer-controlled pumps or computers of the rejected claims. Lichtenstein is cited for the 
broad proposition that a computer can be a "main integral part" of a medical apparatus. See 
Office Action, p. 6. 

With respect to independent claims 14 and 34, Lichtenstein nowhere teaches or suggests 
the computer-controllable pump or computer configured to establish a flow rate in accordance 
with the sample processing rate for electroporation. In fact, nowhere does Lichtenstein mention 
anything about electroporation, much less how (or why) one could or would configure a 
computer or pump in accordance with its associated processing rate. With respect to claim 34, 
Lichtenstein is likewise silent as to a computer configured to control charging of electroporation 
electrodes. With respect to claim 22, Lichtenstein does not teach or suggest a computer 
responsive to (a) the rate at which a pump moves biological particles along a fluid flow path and 
(b) to an interval between pulses of electrical energy for electroporation. hi fact, it nowhere 
recognizes such a pulse interval, much less that the interval and a flow rate should correspond in 
any way. 

' This argument, or any other argument, does not disavow claim scope coverage for products that include 
one or more pinch-valves or a pinch-valve array controller. The claims can cover such products as long 
as they include the recited elements. What Applicants are stressing is that Nicolau's disclosure of pinch- 
valves does not constitute a disclosure of the particularly configured pumps and/or computers of the 
claims — Applicants are not asserting that the claims cannot encompass devices utilizing pinch-valves. 
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With respect to all the claims, even if computers of Lichtenstein are combined with 
pinch-valves or computerized pinch-valve controllers of Nicolau, there is no teaching or 
suggestion about how the pinch-valves could be modified or used to establish, or be responsive 
to, particular flow rates, given the binary nature of pinch-valves. See Declaration, Tab 2. 

If the Office disagrees with these characterizations. Applicants request a specific citation 
to any passage of Lichtenstein (or Nicolau) that teaches, suggests, or motivates a computer or 
computer-controlled pump configured as claimed with respect to the recited sample processing 
rate and intervals between electroporation pulses. 

Even upon combination with Nicolau, these "gaps" in the teachings of the cited reference 
remain, which prevent the establishment of any prima facie case of obviousness, as discussed in 
more detail below. See M.P.E.P. §2142. Applicants correspondingly request removal of the 
current Section 103 rejection for each rejected claim. 

4, There Is No Motivation To Combine 

There is no suggestion or motivation to combine Nicolau with Lichtenstein. Lichtenstein 
nowhere mentions or even suggests electroporation, which is an aspect of each claim. 
Lichtenstein is instead directed to a generalized system that accepts modular vessel structures 
and uses a microcomputer to accept a program for a specific patient and that must match the 
particular modular vessel structure. See Lichtenstein, Abstract. Lichtenstein contains no 
suggestion (much less a disclosure) of elements common in electroporation such as an 
electroporation chamber and means for generating fields sufficient for electroporation {e.g., 
particularly-configured electrodes and associated electronic pulsing equipment). Moreover, 
nowhere does Lichtenstein suggest or motivate combining any computer technology into 
applications other than the non-electroporation, general fluid applications it mentions, nor does it 
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provide any instructions about how such a combination could be achieved. Lichtenstein also 
does not teach or suggest how^ one could modify or replace pinch-valve arrays so that a particular 
flow rate could be established. Thus, nothing in Lichtenstein would suggest a combination with 
Nicolau. 

Likewise, nothing in Nicolau suggests or motivates combination with Lichtenstein. 
Nicolau is directed to electroporation and does not mention the need or desirability for 
combining its subject matter with subject matter relating to specialized programs such as 
Lichtenstein 's that are designed for a specific patient and match particular modular vessel 
structures. Further, there is nothing about Nicolau's disclosure of an optional computer- 
controlled, pinch-valve array controller that would suggest combination with any other 
computer-related subject, much less computer-related subject matter for applications other than 
electroporation. Still further, disclosure of the binary pinch-valves of Nicolau do not motivate 
combination with equipment concerning the establishment of flow rates. 

At best, the Office's only support for combining Lichtenstein with Nicolau is that it could 
be within the capabilities of one of ordinary skill in the art to physically make such a 
combination. See Office Action, p. 6 (arguing that it would be obvious to achieve computer 
control of "any parameter established in chamber and/or components operated within the 
apparatus/' no matter the specifics, in view of Lichtenstein). However, the courts have held that 
type of support in an obviousness rejection is insufficient, as a matter of law: "The mere fact 
that references can be combined or modified does not* render the resultant combination obvious 
unless the prior art also suggests the desirability of the combination." M.P.E.P. § 2143.01 (citing 
In re Mills, 916 F.2d 680 (Fed. Cir. 1990)). Further, the contention that Lichtenstein combined 
with Nicolau would render obvious the computer control of "any parameter" finds no support in 
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evidence. Lichtenstein does not disclose or suggest the particular type of computer-control 
contemplated by the claims; the conclusion that Lichtenstein's generalized "computer-controlled 
medical care system" nevertheless renders the claims obvious amounts to an impermissible, 
hindsight analysis. See Loctite Corp. v. Ultraseal Ltd., 781 F.2d 861, 873 (Fed. Cir. 1985) 
(noting that it is improper for an Examiner to employ impermissible hindsight in reconstructing 
the elements necessary to achieve the invention piecemeal from the prior art). 

In sum, there is no motivation to combine the cited art, and the Office's purported 
support is insufficient. 

5. There Is No Evidence Concerning a Reasonable Expectation of Success 

The Office has not presented any evidence concerning a reasonable expectation of 
success associated with the combination of Nicolau and Lichtenstein. There is no evidence that 
an electroporation device requiring a particular set of electrical and mechanical operating 
conditions to operate (Nicolau) would work with equipment (a) designed for a different 
application, (b) that does that does not necessarily need to meet any of the operating conditions 
necessary for electroporation, and (c) that is directed, instead, to a computer that accepts 
programs for specific patients and that must match specific modular vessel structures. 

6. There Is No Prima Facie Case of Obviousness 

hi order to establish a prima facie case of obviousness, the Office must establish each one 
of the following: 

(1) "there must be some suggestion or motivation, either in the references themselves 
or in the knowledge generally available to one of ordinary skill in the art, to 
modify the reference or to combine reference teachings"; 

(2) "there must be a reasonable expectation of success"; and 

(3) "the prior art reference (or references when combined) must teach or suggest all 
the claim limitations." 
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M.P.E.P. §2142. 

None of the three factors has been established. First, the art, even when combined, does 
not teach or suggest all the claim limitations and hence factor 3 is not satisfied. See Parts D.2 
and D.3 above. Second, there is no motivation to combine, and factor 1 is therefore not satisfied. 
See Part D.4 above. Third, there has been no showing of a reasonable expectation of success, so 
factor 2 is not satisfied. See Part D.5 above. 

For at least these three independent reasons, there is, and can be, no prima facie case of 
obviousness. Applicants therefore respectfully request the withdrawal of the current Section 103 
rejection. Rejected independent claims 14, 22, and 34 (and all of their dependent claims) are in 
condition for allowance. 

E. Double Patenting 

Claims 14, 15, 18-24, and 34-38 stand rejected under the judicially created doctrine of 
obviousness-type double patenting in view of U.S. Patent No. 5,720,921. Applicants are 
submitting a terminal disclaimer that overcomes this rejection. See Tab 3. As the Office and 
public should be aware, submission of a terminal disclaimer creates no presumption or estoppel 
regarding the merits of the double-patenting rejection. 

F. Conclusion 

Applicants believe that they have responded to all outstanding matters for this application 
and respectfully request that the rejections of all claims be withdrawn. All the claims are 
patentably distinct from the cited art and comply with Section 112. Applicants look forward to 
receipt of a Notice of Allowance. 



25359895.1 



-15- 



SN 09/707,928 

Amendment; Response to Final Office Action Dated September 25, 2003 
RESPONSE BEING FILED WITfflN 2 MONTHS OF FINAL OFFICE ACTION 



Should the Office have any questions or desire to sustain any rejections, the courtesy of a 
telephone conference with the Examiner and the Supervisor is respectfully requested in advance 
so that all pending matters may be more efficiently resolved without the need for filing a notice 
of appeal. 

Respectfully submitted, 

kid c. iJh 

Michael C. Barrett 
Reg. No. 44,523 

FULBRIGHT & JAWORSKI L.L.P. Attorney for Applicants 

600-Congress Avenue, Suite 2400 
Austin, Texas 78701 
Telephone: 512-536-3018 
Facsimile: 512-536-4598 

Date: November 25, 2003 
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